United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
I nilid Stall-, Patent and Trademark Office 

Address: COMMISSIONER FOR PATENTS 



APPLICATION NO. 



10/517,874 



FILING DATE 



I2/I.V2004 



FIRST NAMED INVENTOR 



ATTORNEY DOCKET NO. CONFIRMATION NO. 



1095 7590 04/01/2009 

NOVARTIS 

CORPORATE INTELLECTUAL PROPERTY 
ONE HEALTH PLAZA 104/3 
EAST HANOVER, NJ 07936-1080 



QAZI, SABIHANAIM 



PAPER NUMBER 



DELIVERY MODE 



Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 



l/ffflrC? nVrliUli Otfff Iff ids y 


Application No. 

10/517,874 


Applicant(s) 

CHEN ETAL. 


Examiner 

Sabiha Qazi 


Art Unit 

1612 





- The MAILING DATE of this communication appears on the cover sheet with the correspondence address — 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 2/19/09 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1,7,8,13 and 14 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1,7,8,13 and 14 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

20 Certified copies of the priority documents have been received in Application No. . 

3.Q Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 



Attach ment(s) 

1) D Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) Paper No(s)/Mail Date. . 

3) □ Information Disclosure Statement(s) (PTO/SB/08) 5 ) □ Notice of Informal Patent Application 

Paper No(s)/Mail Date . 6) □ Other: . 



PTOL-T26 d (Rev e 08-06r 



Office Action Summary 



Part of Paper No./Mail Date 20090318 



Application/Control Number: 1 0/5 1 7,874 
Art Unit: 1612 



Page 2 



Final Office Action 

Claims 1, 7, 8 13 and 14 are pending. No claim is allowed at this time. 
Amendments are entered. 



Summary of this Office Action dated 

1. 35 USC § 103(a) Rejections 

2. Declaration and Response to Remarks 

3. Response to Remarks 

4. Conclusion 

5. Communication 
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FLUVASTATIN Sodium (Lescol®) 



(fluvastatin sodium), is a water-soluble cholesterol lowering agent which acts 
through the inhibition of 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA) 
reductase. 

Fluvastatin sodium is [R*,S*-(E)]-(±)-7-[3-(4-fluorophenyl)-l-(l-methylethyl)- 
lH-indol-2-yl]-3,5-dihydroxy-6-heptenoic acid, monosodium salt. The empirical 
formula of fluvastatin sodium is C24H 2 5FN0 4 *Na, its molecular weight is 433.46 
and its structural formula is: 
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Atorvastatin, Calcium Salt (Lipitor) 
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Claim Rejections - 35 USC § 103 — 1- Rejection 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art 
to which said subject matter pertains. Patentability shall not be negatived 
by the manner in which the invention was made. 

This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S.C. 103(a), the examiner presumes that the 
subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1.56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 
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U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

Claims 1, 7, 8 13 and 14 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over EKWURIBE et al (US Patent 6,479,692), KATHAWALA et al. 
(US Patent 5,354,772), and BASTIN et al. The references cited teach fluvastatin 
salts, and salt selection and optimization procedures for pharmaceutical new 
chemicals entities which embrace Applicant's claimed invention. See the entire 
documents. 

EKWURIBE et al teaches that pharmaceutical acceptable salts are salts that 
retain the desired biological activity of the parent compound and do not impart 
undesired toxicological effects. Examples include calcium salts. 
Pharmaceutically acceptable salts defined as salts that retain the desired biological 
activity of the parent compound and do not impart undesired toxicological effects. 
Examples of such salts derived from, alkaline earth metal salts such as those of 
calcium and magnesium. See lines 15-30 in col. 11. 
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Instant claims differ from the reference in claiming calcium salt wherein 
prior art specifically teaches sodium salt and alkaline earth metal salts as those of 
calcium and magnesium. 

BASTIN teaches a salt selection and optimization procedures for 
pharmaceutical new chemical entities. It further teaches that selection of salts is 
useful for development of dosage forms with good bioavailability, stability, 
manufacturability. See the entire document especially abstract, table 1 on page 
428, column 2 on page 428, Table 2 on page 429, table 4 on page 430. 

KATHAWALA et al teaches indole derivatives such as fluvastatin and its 
salts as inhibitors of HMG-CoA reductase and method of inhibiting cholesterol 
biosynthesis. See claims especially claim 19-30. See example 14 which is sodium 
salt of fluvastatin and see examples 6, 8, 9, 22 and 39. The reference teaches 
sodium and potassium salts of the compounds. . Sodium salt of the claimed 
compound is commonly known as Fluvastatin, Sodium is a known drug. Method 
of preparation is also taught by the prior art. 

It would have been obvious to one skilled in the art at the time of invention 
to prepare additional beneficial calcium salts of fluvastatin which is a known active 
drug in the market (as fluvastatin Sodium) because EKWURIBE et al teaches the 
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advantages of calcium salts that retain the desired biological activity of the 
parent compound and do not impart undesired toxicological effects. Since 
prior art teaches such compounds are useful for the treatment of 
hypercholesterolemia, atherosclerosis. The steps to prepare calcium salts by 
hydrolyzing the compound of formula IB to IC by alkali metal salts and then 
treating IC with a calcium compound to form calcium salts of 1A would have been 
obvious to one skilled in the art at the time invention was made. In view of the 
teachings of BASTIN, EKWURIBE et al and KATHAWALA et al presently 
claimed ca salt of the known compound would have been obvious because prior 
does teach the advantages of calcium salts. 

In KSR v. Telefex , 82 USPQ2d 1385, 1397 (U.S. 2007), the Supreme Court 
has held that when there is market pressure to solve a problem and there are a finite 
number of identified, predictable solutions, a person has good reason to pursue 
known options within his or her technical grasp. Under these conditions, 
"obviousness to try" such options is permissible. In this instance, a market pressure 
exists in the medical/pharmaceutical industries to prepare salts with better 
bioavailabily, stability, solubility Accordingly, it would have been obvious to 
have 
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See KSR Supreme Court of United States Decision (Decided April 30, 2007, KSR 
INTERNATIONAL CO. v. TELEFLEX INC. et al. No. 04-1350) where it states 
that "However, the issue is not whether a person skilled in the art had the 
motivation to combine the electronic control with an adjustable pedal assembly, 
but whether a person skilled in the art had the motivation to attach the electronic 
control to the support bracket of pedal assembly". In the present case preparation 
of calcium salts of known excellent drug fluvastatin Sodium available in the 
market would have been obvious to one skilled in the art at the time the invention 
was made. 

Claims 13 is drawn to a pharmaceutical composition and claim 14 is drawn to a 
method for treating hypercholesterolemia, hyperlipoproteinemia, dyslipidemia 
and atherosclerosis by the compounds of claim 7. The compound fluvatatin is 
known for the same uses and is in market this is covered by the formula 1 A and 
is considered obvious over the prior art of record. Further claim 6 includes 
hydrates and various other compounds and is rejected under written description. 

In the light of the forgoing discussion, the Examiner's ultimate legal conclusion 
is that the subject matter defined by the instant claims would have been obvious 
within the meaning of 35 U.S.C. 103(a). 
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Claim Rejections - 35 USC S 103— 2- Rejection 



Claims 1, 7, 8 13 and 14 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over van Der SCHAAF et al. (WO 02/36563) and EKWURIBE et al 
(US Patent 6,479,692) and BASTIN et al. (Drug Delivery Reviews, 892 reference). 

The van Der SCHAAF et al reference teaches various crystalline forms of 
fluvastatin sodium, A, Bl, B2, C, D and E. The advantages of these crystalline 
forms that these can be better handled and are more stable at normal 
environmental humidity levels. Further these crystalline forms can be obtained 
from aqueous media without the risk of residual organic solvents. See the entire 
document especially page 1, lines 1-1-22 on pagex2, lines 1-6 on page 4, examples 
and claims. The X-Ray powder diffraction of each crystalline form has been 
taught. The reference further teaches that crystalline polymorphs of the 3R,5S- 
enantiomer are preferred, lines 9-10 on page 4. 

EKWURIBE et al teaches that pharmaceutical acceptable salts are salts that 
retain the desired biological activity of the parent compound and do not impart 
undesired toxicological effects. Examples include calcium salts. Examples of 
such salts are (a) acid addition salts formed with inorganic acids, for example 
hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, nitric acid and 
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the like; and salts formed with organic acids such as, for example, acetic acid, 
oxalic acid, lactic acid, tartaric acid, succinic acid, maelic acid, ascorbic acid, 
benzoic acid, methanesulfonic acid, p-toluenesulfonic acid, naphthalenedisulfonic 
acid, polygalacturonic acid, and the like; (b) salts formed from elemental anions 
such as chlorine, bromine, and iodine, and (c) salts derived from bases, such as 
ammonium salts, alkali metal salts such as those of sodium and potassium, 
alkaline earth metal salts such as those of calcium and magnesium. See lines 
15-30 in col. 11. 

Instant claims differ from the reference in claiming a calcium salt wherein 
prior art teaches sodium salt. 

BASTIN teaches a salt selection and optimization procedures for 
pharmaceutical new chemical entities. It further teaches that selection of salts 
is useful for development of dosage forms with good bioavailability, stability, 
manufacturability. See the entire document especially abstract, table 1 on 
page 428, column 2 on page 428, Table 2 on page 429, table 4 on page 430. 



It would have been obvious to one skilled in the art to prepare ant salt of 
fluvastin because first, EKWURIBE teaches salts that retain the desired biological 
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activity of the parent compound and do not impart undesired toxicological effects. 
Second, since the crystalline form of fluvastatin sodium is an excellent drug taught 
by van Der SCHAAF et al. (WO 02/36563) for the treatment various diseases, it 
seems obvious to prepare any salt such as sodium because the salts are expected to 
retain the biological activity. Third, one would be motivated to prepare any salt of 
fluvastatin such as calcium salts in any crystalline forms because fourth, SCHAAF 
teaches the advantages of the crystalline forms that they can be better handled and 
are more stable at normal environmental humidity levels. Fifth, these crystalline 
forms can be obtained from aqueous media without the risk of residual organic 
solvents. 

In the light of the forgoing discussion, the Examiner's ultimate legal 
conclusion is that the subject matter defined by the instant claims would have been 
obvious within the meaning of 35 U.S.C. 103(a). 

Declaration and Response to Remarks 

The declaration filed on 3/1 5/08 has been considered by the Examiner. The 
claimed invention must compared with the closest subject matter that exists in the 
prior art. See MPEP 712.02(e). The comparison must be made under identical 
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conditions. The data is not clear and present technical problems. Further, the 
results are not unexpected. In the present case the comparison is not a side by side 
comparison. The compound exist is various crystalline polymorphic forms as has 
been taught by WO 02/36563. The reference teaches various crystalline forms of 
fluvastatin. These forms are defines by form A, form B, form C, form D and from 
E. Differences between the claimed invention and the prior art are expected to 
result in some differences in properties. The properties does not differ to such an 
extent that the difference is really unexpected. The unexpected property or result 
must actually be unexpected and of statistical and practical significance. See 
MPEP 716.02(a). 

Applicant argues that "calcium salt of fluvastatin is considerably less 
hygroscopic than sodium salt, i.e. 2.8% gain at 84% RH (relative humidity) vs. 
26% gain at 84% RH respectively". It is unclear why powdered form of sodium 
salt was used when crystalline form has been taught by the prior art (WO 
02/36563) which is more stable. The reference teaches stable monosodium salts 
of fluvastatin containing 60-75%) RH. Further the process of making and type of 
crystalline form are not disclosed. There different form of crystalline forms. 
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The claimed invention may be compared with prior art that is closer than 
that applied by the examiner. In re Holladav . 584 F.2d 384 (CCPA 1978). 

Even if the comparison is correct as argued the data does not commensurate 
with scope of the claimed subject matter which includes large number of 
compounds. 

Claimed invention has been considered obvious for the reasons cited above. 
In KSRv. Telefex , 82 USPQ2d 1385, 1397 (U.S. 2007), the Supreme Court has 
held that when there is market pressure to solve a problem and there are a finite 
number of identified, predictable solutions, a person has good reason to pursue 
known options within his or her technical grasp. Under these conditions, 
"obviousness to try" such options is permissible. In this instance, a market pressure 
exists in the medical/pharmaceutical industries to find an improved form of 
drug. Accordingly, it would have been obvious to prepare a calcium salt or any 
other salt using methods available at the time the invention was filed. 

In summary Examiner concludes that claims and specification does not 
provide any new concept or invention for the reasons cited above. To emphasize 
this point Examiner would like to refer to Applicants to Genetech, 108 F.3d at 
1366 and Brenner 383 U.S. 519, 536, 148 USPQ 689, 696 (1966)" which states 
that "a patent is not a hunting license. It is not a reward for research, but a 
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compensation for its successful conclusion" and "patent protection is granted in 
return for an enabling disclosure of an invention, not for vague limitations of 
general ideas that may or may not be workable." 

Conclusion 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of 
time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the 
advisory action is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will expire on the date the 
advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will 
be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Communication 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Sabiha Qazi whose telephone number is (571) 
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272-0622. The examiner can normally be reached on any business day except 
Wednesday. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Krass Frederick can be reached on (571) 272-0580. The 
fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you 
would like assistance from a USPTO Customer Service Representative or access to 
the automated information system, call 800-786-9199 (IN USA OR CANADA) or 
571-272-1000. 

/Sabiha Qazi/ 

Primary Examiner, Art Unit 1612 
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